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Simple Summary: Brain tumor (BT) survivors show difficulties in adaptive functioning (AF) and in
acquiring independence (e.g., graduating, finding employment, building strong relationships, and
being independent). The aim of our observational retrospective study is to explore the contribution
of different clinical and cognitive variables in explaining and predicting the AF outcomes of BT
survivors, measured with the Functional Independence Measure for Children (WeeFIM). The analysis
demonstrated that processing speed and time since diagnosis are the main explanatory variables.
Other clinical factors, such as age at diagnosis and hydrocephalus, differentially influence functional
skills according to distinct domains (i.e., self-care, mobility, and cognition). The identification of the
clinical factors influencing AF could suggest targets on which to focus attention. By successfully
assessing, understanding, and managing AF, it will be possible to improve its management in
pediatric BT survivors.

Abstract: (1) Background: Brain tumor (BT) survivors show difficulties in the acquisition of develop-
mental milestones, related to academic achievement, vocational employment, social relationships,
and autonomy. The skills underlying adaptive functioning (AF) are usually damaged in BT survivors
due to the presence of the brain tumor, treatment-related factors, and other neurological sequelae. In
this study, we aimed to explore the contribution of different cognitive factors in children with BT to
AF, considering diagnosis-related variables. (2) Methods: Standardized cognitive assessment was
undertaken and clinical information was collected from a retrospective cohort of 78 children with a
BT, aged between 6 and 18 year old at the time of the assessment. Regression models were computed
to investigate the influence of the selected variables on daily functional skills as measured by the
Functional Independence Measure for Children (WeeFIM). (3) Results: The analyses showed that the
main explanatory variables are processing speed and time since diagnosis. Other clinical variables,
such as age at diagnosis and hydrocephalus, differentially influence functional skills according to
distinct domains (i.e., self-care, mobility, and cognition). (4) Conclusions: The main explanatory
variables of AF that emerged in our models point to a potential target of improving AF management
in pediatric BT survivors.

Keywords: pediatric brain tumor; adaptive functioning; processing speed; hydrocephalus; rehabilita-
tion; time since diagnosis; WeeFIM
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1. Introduction

Adaptive functioning (AF) is defined as a person’s ability to manage the demands of
everyday life [1]. The complexity of these challenges increases progressively in children [2],
while several cognitive and behavioral abilities improve with age [3]. The American
Association on Intellectual and Developmental Disabilities (AAIDD) divides AF into three
different sub-domains: conceptual abilities (e.g., language, communication, reading, and
writing), practical skills (e.g., self-care, nutrition, and dressing), and social competencies
(e.g., interacting with other people and acting appropriately in a social context) [1,4].

The skills underlying AF are a combination of cognitive abilities such as attention,
processing speed, and working memory [5]. These domains are usually damaged in brain
tumor (BT) survivors due to the presence of the tumor; treatment-related factors; and other
neurological sequelae, particularly hydrocephalus [6-8].

These complicating factors lead BT survivors to fail to reach the main developmental
milestones, such as finishing their educational career (i.e., graduating from high school and
university), achieving vocational satisfaction, having lasting relationships, maintaining
autonomy, and coping with daily living activities; overall, they have difficulties being
independent [9]. BT survivors have a significantly lower rate of independence in adulthood
than other cancer survivors (e.g., Hodgkin’s lymphoma) [10].

A growing body of evidence suggests that cognitive skills may act as mediators be-
tween clinical variables and AF in pediatric patients with acquired brain injury
(ABI) [7,11-13], but research on the cognitive predictors of AF in pediatric BT patients is
scarce.

Papazoglou et al. demonstrated that attention span predicted the communication
score in a cerebellar population of pediatric BT [14]. Semmel et al. found a significant
indirect effect in a BT sample between the cognitive predictors of attention span and
processing speed (PS), and neurological condition and AF; taken together, however, the
neurological risk and PS had the power to explain 39% of the variance in the AF scores [15].

PS is the speed at which mental operations are performed [16], and it is one of the
most compromised functions in pediatric BT patients [7], even when cognitive functioning
falls within the average range [17]. PS deterioration is mainly caused by a disruption in
the white matter, which is extremely important for the diffusion of action potentials, but
it is also particularly vulnerable to toxic and physical agents, such as radiation [18,19].
Research on pediatric traumatic brain injury (TBI) patients suggests that PS underlies AF
abilities [13,15] and that PS is an important mediator between AF and TBI [12].

Among the clinical factors associated with the poor AF outcomes found in pediatric
BT patients, time since diagnosis (the period between the age at diagnosis and the age
at assessment) [9,20,21], age at diagnosis [21,22], histopathological type of tumor [23-25],
hydrocephalus [4,26], and tumor location [23,26] have been mentioned.

Other clinical factors associated with poor AF in BT survivors are related to onco-
logical treatments, namely, exposure to radiation therapy, particularly cranial irradiation;
recurrence [27,28]; subtotal resection; chemotherapy [26,29-31]; and additional surgery [32].

Studies on AF predictors in BT survivors have used different tools to assess these
abilities, such as the Scales of Independent Behavior-Revised [5,25], the Vineland Adaptive
Behavior Scale [14], and the Adaptive Behavior Assessment System—Second Edition [4].
These tools are based on interviews administered by an examiner to a parent or a care-
giver [33]. Although the measures obtained with these interviews are generally reliable
and stable, they may be subject to bias and influenced by several factors related not only to
the child but also to the parents [26].

One of the gold standard tools used to measure the AF of young patients with dis-
abilities is the Functional Independence Measure for Children (WeeFIM). This tool was
directly adapted from the Functional Independence Measure (FIM) for adult patients [34]
developed from the National Task Force for Medical Rehabilitation in 1983 [35]. WeeFIM
was built on the disability conceptual model of the World Health Organization, considering
the concepts of “pathology, impairment, disability, and handicap” and of the “burden
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of care” [36,37]. WeeFIM was selected by the Common Data Elements Traumatic Brain
Injury Outcomes Workgroup as a tool recommended for measuring AF and daily living
competencies; it has strong statistical properties in terms of reliability and validity (see
Section 2.2.2 for details) and a strong capacity to provide information about functional
status and to detect changes after rehabilitation intervention [38].

The predictors of WeeFIM outcomes have been explored in children with TBI [39-43] or
in other clinical populations, such as patients with active epilepsy [44] or those diagnosed
with anti-N-methyl-D-aspartate receptor encephalitis [45] or myelomeningocele pediatric
patients [46].

In contrast, to the best of our knowledge, no studies have been conducted on the
predictors of WeeFIM outcomes in BT survivors, only in ABI population (with samples not
including BT) [43,47,48]. These studies reported significant correlations between neuropsy-
chological standardized tests (assessing memory, language, and cognitive functioning) and
the WeeFIM total score and/or its subscales [43,47,48].

Due to several risk factors being simultaneously present in BT survivors, it is difficult
to evaluate the effect of each single variable [9]. Despite the importance of exploring
AF predictors to identify higher-risk patients as early as possible and to properly set
rehabilitation programs, this topic is under-investigated in BT pediatric patients. Therefore,
the current observational retrospective study was aimed at investigating the predictors of
WeeFIM outcomes in a sample of pediatric BT survivors to better understand how they
affect AF in this population.

2. Materials and Methods
2.1. Participants

A total of 73 patients (n = 42 male patients, 57.5%) were obtained after the removal of
outliers (see Section 2.2.5 for details). This retrospective cohort included patients between 6
and 18 years of age at assessment with a diagnosis of BT treated at a pediatric rehabilitation
center in Italy (Scientific Institute I.R.C.C.S. E. Medea, Bosisio Parini, Italy). The clinical
characteristics of the patients are listed in Table 1.

Table 1. Number (1) and percentage (%) or mean (M) and standard error (SE) of clinical variables of
the final sample (k = 73) used for statistical analysis.

Categorical Clinical Variables n (%)

Sex

Male 42 (57.5)

Female 31 (42.5)
Histopathological tumor type

Astrocytoma 16 (21.9)

Ependymoma 14 (19.2)

Medulloblastoma 28 (38.4)

Others 15 (20.5)
History of hydrocephalus

Present 13 (17.8)

Absent 60 (82.2)
Tumor location

Supratentorial 31 (57.5)

Infratentorial 42 (42.5)
Treatment

Neurosurgery without adjuvant treatments 17 (23.29)

Neurosurgery and chemotherapy 7 (9.59)

Neurosurgery and radiotherapy with or without chemotherapy 49 (67.12)

Continuous Clinical Variables M (SE)

Time since diagnosis (months) 59.5 (4.5)

Age at diagnosis (in months) 71.1 (4.6)
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Participants were eligible for the research if they were (i) diagnosed with a BT (in
oncological institutions other than our center, after undergoing an MRI, a biopsy procedure,
and with the concomitant opinion of an oncologist); (ii) aged between 6 and 18 years
at assessment; (iii) mentally and physically able to undergo cognitive assessment; and
(iv) assessed with all of the selected cognitive and AF measures. The exclusion criteria were
the presence of a pre-existing neurodevelopmental disorder or disability, the diagnosis of a
pervasive developmental disorder, or the diagnosis of neurofibromatosis [49].

Patients underwent both cognitive and AF assessment during the same hospitaliza-
tion, the former with a neuropsychologist and the latter with a physiotherapist who had
completed the appropriate WeeFIM certification.

Approval was received from the local ethical standards committee on human exper-
imentation at the Scientific Institute IL.R.C.C.S. E. Medea. The study was conducted in
agreement with the principles expressed in the 1964 Declaration of Helsinki. Due to the
observational nature of the study, the Ethics Committee of Scientific Institute I.R.C.C.S.
E. Medea only required notification about the study (identification number: 03.2021 Oss;
date of approval: 14 April 2021), and written informed consent was not required from the
parents/caregivers prior to study enrollment.

2.2. Measures
2.2.1. Demographic and Clinical Information

Information on the medical variables were collected from the patients’ charts. Along-
side age at diagnosis, the time since diagnosis was collected, reflecting the time (expressed
in months) from the diagnosis to the functional evaluation.

The histopathological type of tumor was classified as astrocytoma (all pilocytic in
our sample), ependymoma, medulloblastoma, or mixed diagnosis (such as primitive
neuro-ectodermal tumors (PNET), craniopharingioma, glioblastoma, atypical teratoid
rhabdoid tumor, choroid plexus tumor, pineoblastoma, or brainstem glioma). History of
hydrocephalus was recorded as present or not present. Tumor location was rated as supra-
or infratentorial. Treatment type was classified as neurosurgery alone without adjuvant
treatments, neurosurgery and chemotherapy, and neurosurgery and radiotherapy without
or without chemotherapy. Two patients who underwent both adjuvant treatments but did
not undergo neurosurgery were moved into the neurosurgery and radiotherapy with or
without chemotherapy treatment group. This choice was made as it allows us to examine
the impact of radiation as an independent clinical variable.

2.2.2. AF Assessment

The WeeFIM (version 5.0, University of Buffalo, Buffalo, NY, USA) [49] is an inter-
national scale that assesses pediatric disability, measuring and quantifying the level of
assistance or supervision required for daily tasks [50]. The tool is used in patients with
disability from 6 months to 21 years of age [35]. It is composed of a list of 18 activities of
daily living, in which scoring returns a total score and three sub-scores: self-care, mobility,
and cognition. These three subdomains do not fully correspond to the domains as specified
by the AAIDD (see Section 1). Nevertheless, the items of the WeeFIM self-care and mobility
scales address competencies similar to those covered by the AAIDD practical skills domain.
Similarly, the WeeFIM cognition items match the AAIDD’s conceptual abilities, except for
the social interaction item, which could fall into the AAIDD’s social competencies domain.

Each item is rated on a seven-point scale on three levels of dependence/independence:

e  Complete dependence: 1 = total assistance (subject = 0%-24%); 2 = maximal assistance
(subject = 25%-49%);

e Modified dependence: 3 = moderate assistance (subject = 50% or more); 4 = minimal
contact assistance (subject = 75% or more); 5 = supervision;

e Independence: 6 = modified independence (with device(s)); 7 = complete indepen-
dence (no device, completing the task promptly and safely) [37].
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The lowest possible total score is 18 and the highest is 126, with a lower score indicating
less autonomy and more need for assistance [39]. WeeFIM is relatively short to administer:
it only takes 15-20 min to interview a caregiver with a trained administrator [38].

In accordance with Suskauer et al., a good outcome on the overall scale is scored with
85 or more; between 75 and 84, the score is considered moderate; and a poor performance
is a score that falls below 70 [42,51].

WeeFIM Developmental Functional Quotients were used to provide a standard score
of age-appropriate functioning to allow for comparison across age groups [34].

WeeFIM has been widely studied, and the evidence is strong regarding its reliabil-
ity and validity: the internal consistency Cronbach’s « is 0.90, the interrater interclass
correlation falls between 0.73 and 0.94, and test-retest interclass correlation is 0.97 [38].

2.2.3. Cognitive Assessment

Patients underwent an assessment of cognitive functioning with the administration of
the Wechsler Intelligence Scale for Children, 4th Edition (WISC-IV). Performance yields
five summary scores:

The Verbal Comprehension Index (VCI) assesses verbal reasoning skills;
The Perceptual Reasoning Index (PRI) measures visual-spatial reasoning skills;
The Full Scale Intelligence Quotient (FSIQ) is the sum of the two previous indices and
a measure of overall intellectual functioning;

e  The Processing Speed Index (PSI) is a measure of the ability to respond promptly and
to focus attention on a task; and

e  The Working Memory Index (WMI) is a measure of auditory attention, concentration,
and mental manipulation of information in short-term memory.

Scores are reported as age-corrected standard scores with a mean of 100 and a standard
deviation of 15. Lower scores represent worse performance [52].

2.2.4. Selection of the Explanatory Variables

Regarding the cognitive variables, we decided to examine the explanatory effect of PS
only, as preliminary analysis showed strong correlations (all » > 0.50, p < 0.001) between
all the WISC-IV indexes and PS, which may have led to multicollinearity problems. Our
decision was also based on the relevant literature about the key role of PS in BT survivors
and its deterioration, even when cognitive functioning is preserved [16,17,53,54].

Regarding the clinical characteristics, time since diagnosis, age at diagnosis, histopatho-
logical type of tumor, history of hydrocephalus, tumor location, and treatments were
selected as the explanatory variables given previous evidence (see Section 1).

Finally, the subscales of the WeeFIM were selected as dependent variables, with each
one included in a separate regression model, as they reflect specific AF domains. The total
scale consisting in the sum of the subscale scores was used as a generic proxy of AF but
lacks the specificity reflected by the subscales and was thus not selected as a dependent
variable of interest.

2.2.5. Data Diagnostics and Statistical Analysis

First, three separate general linear regression models were computed on an initial
sample of 78 participants to estimate each WeeFIM subscale (i.e., self-care, mobility, and
cognition) from a set of seven explanatory variables: (1) PS index from WISC-IV, (2) time
since diagnosis (in months), (3) age at diagnosis (in months), (4) histopathological type
of tumor (astrocytoma vs. ependymoma vs. medulloblastoma vs. mixed diagnosis),
(5) history of hydrocephalus (present vs. absent), (6) tumor location (supratentorial vs. in-
fratentorial), and (7) treatments (neurosurgery alone, neurosurgery and chemotherapy, and
neurosurgery and radiation with or without chemotherapy). A sample of 78 participants
was considered sufficient to estimate models with seven explanatory variables according
to the rule of thumb, suggesting 10/15 observations per number of predictors [55].
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Diagnostic tests were conducted on the three models to check that regression assump-
tions were met. Visual inspection of quantile-quantile (Q-Q) plots created for each WeeFIM
subscale indicated the presence of five potential outlier observations. These outliers were
then identified as participants’ scores falling below 3 SD from the mean of the dependent
variables, corresponding to two participants under-performing in both the self-care and
mobility subscales and the other three participants under-performing each on a different
subscale. The removal of outliers left a final sample of 73 participants. Further diagnostic
tests of the three models computed on the final sample confirmed the assumptions of the
independence of errors (using the Durbin—-Watson test, all p > 0.6) and heteroscedasticity
(using the gvlma package in R) [56] being met. However, both distributions of the mobility
and the cognition subscales were found to be negatively skewed [50,52]. Additionally,
CERES plots suggested a possible violation of linearity in all three models. Given the results
of the diagnostic tests, we decided to compute generalized additive models (GAMs), as
they allow the relationships between the explanatory variables and the dependent variable
to be nonlinear and to be described by smooth curves [57]. The restricted maximum likeli-
hood (REML) smoothing parameter estimation was set to prevent both excess wiggliness
(overfit of the model) and excess smoothness (underfit of the model) [58]. Thus, GAMs
with smoothed splines functions applied to diagnosis time and PS variables, including the
three categorical variables (tumor location, type, and history of hydrocephalus), were com-
puted for each WeeFIM subscale. These functions are associated with estimated degrees
of freedom (EDFs), which indicate whether the relationship between the variable is either
linear (EDF = 1) or nonlinear (EDF > 1). Furthermore, diagnostic tests were performed on
the GAMs to assess the goodness of fit to the data.

Finally, we performed a mediation analysis to test whether the PS index may mediate
the effects exerted by the clinical factors included in the models (i.e., time since diagnosis,
tumor location, tumor type, history of hydrocephalus, and treatments) on the three subscale
scores. The significance of the estimated causal mediation effect of the PS index was tested
using nonparametric bootstrapping procedures. Unstandardized indirect effects were
computed for each of the 10,000 bootstrapped samples. Age at diagnosis was included as a
predictor variable alongside the other clinical factors in the mediation models computed
for each WeeFIM subscale.

The level of statistical significance in all tests was defined as p < 0.05. R software
(version 4.0.3; R Foundation for Statistical Computing) was used to perform all of the
statistical analyses in this article, and the mgcv package was used for GAM estimation [59].
Mediation analysis was performed with the mediation package [60].

3. Results

The means and standard deviations of the WISC-IV indexes of our sample are reported
in Table 2. All of the measures fell within the average range, except for the PS index, which
fell in the borderline range.

Table 2. Mean (M) and standard deviation (SD) for the Wechsler Intelligence Scale for Children, 4th
Edition indexes. VCI: Verbal Comprehension Index; PRI: Perceptual Reasoning Index; FSIQ: Full
Scale Intelligence Quotient; WMI: Working Memory Index; PSI: Processing Speed Index.

Cognitive Variable M (SD)
VCI 88.41 (18.47)
PRI 87.88 (19.47)
FSIQ 85.88 (18.85)
WMI 88.19 (19.33)
PSI 80.27 (18.02)

Three separate GAMs were estimated for the self-care, mobility, and cognition sub-
scales. Table 3 provides a brief summary of the models’ characteristics.
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Table 3. Reports the intercept, standard error (SE), p-value, and R? adjusted for each model.

WeeFIM Subscales Intercept SE p-Value R? (adj.)
Self-care model 46.34 2.26 <0.0001 0.66
Mobility model 33.78 1.49 <0.0001 0.33

Cognition model 30.87 1.42 <0.0001 0.28

Regarding the self-care model, no parametric term was found to be statistically signifi-
cant (all p > 0.05). Regarding the smooth terms, the self-care model showed that the effect
of diagnosis time was significant but nonlinear (EDF = 2.6, F = 10.46, p < 0.0001), indicating
better self-care skills with increasing time from diagnosis to functional evaluation, with a
more accentuated increase within the first 100 months from diagnosis. The effect of PS was
also found to be significant and nonlinear (EDF = 2.4, F = 3.47, p < 0.0001). As illustrated in
Figure 1, self-care skills increase with a higher PS especially in the inferior-range of the PS
(i.e., score < 80); when approaching the normal range of the PS, the increase becomes less
accentuated. The analysis also showed that the effect of age at diagnosis was significant but
roughly linear (EDF = 1.1, F = 4.3, p < 0.0001), indicating worse self-care skills in subjects
with earlier diagnosis.

= e

301

201

0

20 40 60 80 100 120 140 60 80 100 120

/ 35 /

0

20 40 60 80 100 120 140 60 80 100 120

/ 351 /

0

20 40 60 80 100 120 140 60 80 100 120

Time since diagnosis Processing Speed index

Figure 1. The nonlinear and linear relationships between the significant continuous predictors (time since diagnosis and the
PS index) and the WeeFIM self-care, mobility, and cognition subscales. The shaded grey areas represent the SE.

The mobility model showed the variable history of hydrocephalus to be statistically
significant (coefficient = —2.65, SE = 1.04, t = -2.53, p < 0.02). Participants with a history of
hydrocephalus (M = 30.00, SE = 0.41) displayed poorer mobility than participants without
hydrocephalus (M = 32.6, SE = 1.63). No other parametric term was significant (all other
p > 0.05). With regard to the smooth terms, the mobility model showed that the effect of
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both diagnosis time (EDF =1.1, F=1.96, p < 0.0001) and the PS (EDF =0.82, F = 0.52, p < 0.02)
were significant and linear, indicating better mobility skills with increasing time from
diagnosis to functional evaluation and a higher PS (Figure 1). Conversely, the association
between mobility and age at diagnosis was not significant (p = 0.5).

In the cognition model, no parametric term was found to be statistically significant
(all p > 0.05). Examining the smooth terms, the cognition model showed that the effect of
diagnosis time was significant and linear (EDF = 0.87, F = 0.77, p < 0.01), thus suggesting
better cognitive skills with increasing time from diagnosis to functional evaluation. The
effect of the PS was also significant and roughly linear (EDF = 1.3, F = 1.7, p < 0.001),
indicating better cognitive skills with a higher PS (Figure 1). The effect of age at diagnosis
was not significant (p = 0.8).

Lastly, the diagnostic functions provided by the mgcv package in R software confirmed
that full convergence was obtained for all models, ruling out the inclusion of too many
parameters in each model and that residuals were randomly distributed for both the smooth
terms in all models. Figure 2 depicts the sample’s mean scores for each subscale for the
WeeFIM items.

SELF-CARE | MOBILITY | COGNITION |

Ea Gr

Ba DU DL To Bl Bo Cht Tot Tut WC St Co Ex Sl PS Me

Figure 2. Mean score of the items composing each WeeFIM subscale. Self-care items: Ea = eating; Gr = grooming;
Ba = bathing; DU = dressing (upper); DL = dressing (lower); To = toileting; Bl = bladder; Bo = bowel. Mobility items: ChT
= bed, chair, wheelchair transfer; ToT = toilet transfer; TuT = tub/shower transfer; WC = walk/wheelchair; St = stairs.

Cognition: Co = comprehension; Ex = expression; SI = social interaction; PS = problem solving; Me = memory. Error bars

represent 1 SE. Values below the upper dotted line indicate modified independence, while values below the lower dotted

line indicate the need for supervision.

Finally, the results of the mediation analyses revealed that the PS did not mediate the
effects of the clinical factors, namely, time since diagnosis, tumor location, type of tumor,
history of hydrocephalus, and treatments, on any of the WeeFIM subscales (all p > 0.2).

4. Discussion

The purpose of this study was to examine the effect of the relevant cognitive and
clinical variables on AF outcomes in pediatric BT survivors.

The results demonstrated that PS and time since diagnosis are the factors that may
explain BT survivor outcomes in all three specific AF domains, measured with the WeeFIM.
Other variables were found to differentially influence specific AF domains: age at diagnosis
for the self-care subscale and history of hydrocephalus for the mobility subscale. Ultimately,
mediation analysis showed that PS did not mediate the other clinical factors. The lack of
a significant mediational effect suggests that the significance of time since diagnosis and
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history of hydrocephalus emerged according to the specific AF domains is not influenced
by the level of PS.

The significant explanatory variables that arose in our models are the focus of this
discussion.

4.1. PS Effects on AF

PS proved to be a significant explanatory factor in our models of AF outcomes. The
relationship between PS and AF has also been reported in other clinical populations, such
as in TBI [13], autism patients [61,62], and children with attention deficit and hyperactivity
disorder [63,64].

The relationship between PS and the cognition subscale is not surprising: PS is a core
function that underlies other higher-level cognitive skills [17]. A neurodevelopmental
model of BT children’s long-term outcomes supposed that a deficit mainly driven by a
slow PS, with a cascade effect causing working memory and attention difficulties, is the
main cause of poor cognitive outcomes [7,65]. PS was found to be vulnerable to treatments
directly on the central nervous system, such as cranial radiotherapy, which cause reduced,
normal-appearing white matter volume and leads to cognitive dysfunctions [17].

PS is also a good predictor of the self-care subscale. Thornton et al. found similar
results in cancer survivors: Reductions in PS were related to negative outcomes in practical
skills, such as managing the home, taking care of personal hygiene, and planning [53].
It is likely that delayed PS creates difficulties in understanding verbal instructions and
in keeping up in settings that are fast-paced and highly demanding [12]. Importantly,
self-care skills have been found to be one of the best predictors of independent living,
post-secondary education (i.e., attending college or university) [66], and employment in
people with disabilities [66,67].

The items composing the self-care subscale have a strong motor component (i.e., this
domain includes activities such as washing, eating, and dressing), and PS was demon-
strated to also play an important role in visual-motor performance, with worse behavioral
responses associated with delayed PS [68].

PS is also a predictor of the mobility subscale. It has been proposed that a disruption
in white matter tract integrity might interrupt communication between the areas involved
in the appropriate planning and monitoring of movement, causing motor impairment [69].

Aukema et al. studied the relationship between the disruption of white matter, PS, and
motor speed in a pediatric medulloblastoma group [70]. They found that white matter in
the right inferior fronto-occipital fasciculus, the splenium, and body of the corpus callosum
showed a positive correlation with PS and motor speed [70].

Notably, our analysis demonstrated that the relationship between PS and the mobility
and cognition subscale scores is linear: PS and WeeFIM outcomes in these two domains
constantly increase together (Figure 1). However, the relationship between PS and the self-
care subscale is almost quadratic: The self-care outcome increases more steeply until the
PS score was around 80-84 (Figure 1), from which point onward its increase becomes less
accentuated. This finding seems to suggest that PS evaluation is more informative regarding
patient independence when the score is below 80-84, which in the WISC-1V represents the
lower limit for intelligence, indicating borderline intellectual functioning [52].

4.2. Clinical Variable Effects on AF
4.2.1. Time since Diagnosis

The controversial literature about time since diagnosis suggests that the comprehen-
sion of its contribution should be studied in more depth.

Our results showed that the AF scores of BT survivors improved with increasing
time since diagnosis, in accordance with a few studies reporting similar enhancements in
domains such as cognitive functioning [71], motor speed, and dexterity [72].

In our opinion, this improvement might be explained by several factors.
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First, the longer the time since diagnosis, the weaker the acute effects of tumor treat-
ments and their implications [73]. The active treatment period usually lasts approximately a
year [74], with a long hospitalization, a possible prolonged stay away from home, frequent
irregular attendance at school, and consequent separation from peers [75].

In accordance with some studies examining AF in the acute phase of treatment in
BT survivors, self-care functioning was found to be one of the most impaired areas a
few weeks after the surgery, with difficulties persisting for up to six months [75]. This is
understandable because active treatments more heavily impact everyday skills [23].

Spiegler et al. found similar results in cognitive functioning, suggesting that, after an
initial decline in the cognitive processes during the early period after the end of treatment,
a slowdown in the decrease occurs [72].

Second, the longer the time since diagnosis, the more rehabilitation interventions
the patient has undergone. Based on the severity, the phase of the disease, and its con-
sequences, rehabilitation interventions can be offered with different modalities and in
accordance with the patient’s needs. Usually, an inpatient pediatric rehabilitation setting
includes a multi-professional approach, with physical, occupational, and speech therapists;
neuropsychologists; and psychotherapists, for at least three hours per day [76] for several
weeks [77]. The hypothesis that longer time since diagnosis corresponds to a higher number
of rehabilitation interventions that BT survivors have undergone is purely speculative, and
further investigations are needed to explore this potential relationship.

Third, the longer the time since diagnosis, the greater the parental acceptance of their
child’s disease and its consequences. Notably, WeeFIM scores are subjective parental evalu-
ations of their children’s AF. Acceptance may be crucial for the caregiver’s adjustment; it
allows for a better psychological flexibility, which is necessary in pediatric oncology [78,79],
where the clinical situation of the patients during the active treatment phase is constantly
changing, causing high stress [74].

A key role in perceived parental distress (or well-being) is played by their coping
strategies. Evidence suggests that the responses of parents with children diagnosed with a
BT evolve over time [74]. At the time of diagnosis, parents show a high use of guidance
seeking and coping skills, demonstrating a need to be supported by other figures (such
as professionals, friends, family, and spiritual advisors). Over time, the patients’ mothers
showed an increase in problem solving skills and in both parents’ acceptance and resig-
nation, with beliefs such as accepting that things will not return to how they used to be
before the diagnosis, that time would not make a difference, and that the situation cannot
be controlled. These trajectories suggest the use of more reasonable coping skills among
primary caregivers over time, even if emotional distress remains understandably high [74].
These findings seem to fall in line with evidence of decreasing levels of distress in both
children with cancer and their parents over time [80,81].

Although intellectual functioning and some neuropsychological skills often show a de-
cline in BT survivors, IQ and AF may not follow the same trajectories of development [26].
Some studies have suggested that, in healthy children and those with intellectual im-
pairment, AF and IQ are associated but with small or moderate effects. Therefore, these
constructs are related but not overlapping, and in ABI patients, including those with a
BT, this relationship is also less predictable [26,82]. Netson et al. found that at five years
post-diagnosis, the percentage of patients with an AF score below the average tended
to diminish, while the trajectories for the IQ score kept falling below the average [26].
A further factor to consider is that, after the end of active treatment, when patients are
discharged from the hospital, they find better structured environments, both at school and
at home. The routine can help them learn the behaviors necessary to manage everyday
demands, with continuous repetition. It is possible that this stability makes them more
independent in their environment, although their difficulties may be highlighted in less
predictable contexts.

Notably, mean time since diagnosis in our sample was 59.5 months (4.9 years). Five
years is usually cited in many articles as a crucial time in the survival rate. Today, the
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survival for pediatric BT is around 70-80% five years post-diagnosis in most European
countries [83]. The 20-30% who do not survive for five years is probably represented by
children with more aggressive tumors who suffer from more severe consequences, which
may, in turn, worsen AF outcomes.

In closing, similar to that which accounted for PS, time since diagnosis also showed
a nonlinear relationship with the self-care subscale: The outcome increased more steeply
until the time since diagnosis was around 100 months (almost eight years; Figure 1), from
which point onward, its increase appeared to slow. This finding seems to suggest that
a temporal window of several years after the diagnosis is present, in which different
dynamics, such as those already mentioned, may intervene and influence the self-care
outcome of BT survivors.

4.2.2. Age at Diagnosis

We found age at diagnosis to be a significant predictor in the self-care model. A
younger age at diagnosis is usually associated with worse cognitive functioning [84] and
poorer AF [21]. This pattern was present in our sample as well. The young brain and
white matter maturation are particularly sensitive to the effects of toxic agents, such as
radiotherapy [19,85]. Preserved PS functioning is mainly driven by the health status of the
white matter, and as mentioned before, reductions in PS are related to negative outcomes
in practical skills, including self-care [53]. Accordingly, treatment protocols tend to avoid
or delay irradiation for children that are younger at diagnosis [85].

Our results are in line with those reported by Kunin-Batson et al. (2011); they found
that young patients diagnosed with a brain tumor before the age of six were half as likely
to be independent than those diagnosed at an older age (i.e., 12 years) [10].

Notably, in this subscale, both age at diagnosis and time since diagnosis were signifi-
cant. The former is mechanistically related to the sensitivity of the developmental brain
during the early stages of growth [86], whereas the latter may underlie the influence of
adjustment processes (clinical and/or psychological). Contrary to findings for the self-care
skills, age at diagnosis was not associated with mobility or cognition skills, suggesting that,
although correlated, the two variables exert differential effects on these AF domains. This
may be related to the self-care subscale being more investigated; with eight items, it may
be better able to capture changes related to age at diagnosis. The other two subscales are
composed of just five items and the evaluation may be less accurate.

4.2.3. History of Hydrocephalus

Hydrocephalus was found to be one of the predictors on the WeeFIM mobility subscale.
Today, its role as a significant risk factor for poor performance is well recognized [87].
Children with hydrocephalus perform worse in intelligence tests than healthy children
and children with the same pathology but without hydrocephalus [88]. More precisely,
children with hydrocephalus often show a high discrepancy between verbal IQ and their
performance score, to the advantage of the former. Hydrocephalus severity is thought
to negatively affect visuospatial [89] and fine-motor skills, such as manual speed and
visuomotor coordination [90]. This is probably related to the diffuse white matter damage
caused by the increased pressure in the brain [88,91].

The literature suggests that a good physical and motor functioning is an important
factor for cancer survivors to find employment, to financially support themselves, and to
therefore facilitate independent living [92].

4.3. BT Survivors” AF Characteristics

An examination of the means of the eight individual items composing the self-care sub-
scale showed that the majority of items fall in the range between 4 and 7 scores (Figure 2).
Therefore, the BT survivors in our sample demonstrated the need for some level of assis-
tance, ranging from a minimal contact assistance (score of 4) to supervision or prompts to
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set up a task (score of 5) or to the need for an assistive device (score of 6) in the majority of
the self-care activities such as grooming, bathing, dressing, and toileting,.

The variability of the observations of the mobility subscale was lower. All of the
ratings fell in the range of 5-7, showing that the most difficult motor activities in this
sample were tub/shower transfer and climbing the stairs, especially for those patients who
developed hydrocephalus.

Higher ratings were registered in the cognition subscale, with all of the items ap-
proaching 7, except for the problem-solving item. Even though the cognition subscale and
its single items were demonstrated to correlate with standard neuropsychological tests in a
pediatric clinical population [47], the assessment of this domain by the WeeFIM is much
less detailed, and it is likely that the evaluation is not refined enough to identify existing
difficulties.

4.4. Parent Report Implications

Notably, contrary to cognitive functioning, AF assessment usually relies on parents’
reports. The most used AF scales, i.e., the Vineland Adaptive Behavior Scales, the Adaptive
Behavior Assessment System-Second Edition, the Woodcock—Johnson Scales of Indepen-
dent Behavior-Revised, the Diagnostic Adaptive Behavior Scale, and the WeeFIM, are
all interviews administrated to caregivers, since AF skills need to be observed during
the patient’s daily routine [93]. As a consequence, they are neither assessable directly by
an outside examiner nor exclusively in clinical, non-ecological settings. Caregivers are
privileged observers of AF, but they are subject to bias and may be influenced in their
estimates by other factors, such as their coping skills and expectations.

Previous research has highlighted two main coping approaches towards oncological
pediatric disease: problem- or emotion-focused [94,95]. The former is more active and
involves overcoming problems with practical solutions to produce change; the latter is
more passive and aims at avoiding stress, but without a real change in the situation,
increasing the risk of developing anxiety and depressive symptoms [94,95]. All coping
responses have limitations depending on the degree of flexibility with which they are
applied. Problem-focused parents may be more active and sometimes more intrusive, and
they tend to perform the activities the children should do themselves (i.e., wash or dressing
themselves). Conversely, caregivers with an emotion-oriented approach may be more
passive, even when the child may benefit from increased support. This difference in the
approaches can certainly affect a parent’s evaluation of their child’s need for assistance,
overestimating or underestimating their AF.

Other factors influencing parent AF evaluations are the expectations of their chil-
dren’s performances, which previous research has shown to be one of the most significant
predictors for the outcomes of children with disabilities [67,96]. The impact exerted by
the parents’ involvement in their children’s outcomes may reflect their efforts in making
goals more achievable for their children (i.e., helping and supporting them or asking for
assistance) and/or it may reflect a biased evaluation of the children’s outcomes (i.e., an
over- or underestimation of the child’s competencies).

4.5. Hypotheses of Intervention

The identification of the clinical factors influencing AF may indicate potential targets
of intervention. Indeed, some of the factors identified are not modifiable, such as the age
at diagnosis, but in accordance with the previous literature on BT survivors, it is crucial
to take them into account to identify those patients at greatest risk of poor adjustment
outcomes.

Other factors are partly modifiable, such as the presence of hydrocephalus or the
processes of psychosocial adjustment occurring over time. For example, psychological
intervention could be useful to improve parents” and patients’ coping skills and their
acceptance of the disease and its consequences [74]. The processing speed as well as related
neuropsychological variables (i.e., working memory, attention and executive functions),
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could also represent a potential target for intervention. Cognitive rehabilitation has a
twofold purpose: on one hand, it aims to restore impaired skills; hence, the implementation
of specific training and repetition and practice of the skills involved, and on the other,
it aims to improve the compensation for impaired functions [97]. There is evidence of
improved PS after a training program for healthy children and adolescents [98]. However,
cognitive rehabilitation intervention studies for pediatric BT children are scarce, even
though the emerging results are encouraging [99]. Butler et al. [100,101] found positive ef-
fects on attention following an in-person, therapist-guided cognitive remediation program.
Computerized home-based interventions have also proved to be effective in enhancing
executive functions, including PS [102,103]. Unfortunately, whether these improvements
can be generalized beyond the testing task phase to daily life functioning and quality of
life is an issue that needs further investigation [99].

Compensatory measures should also be considered for pediatric BT patients in the
school setting. Indeed, it has been suggested that adjunctive schooling efforts, coupled with
cognitive rehabilitation interventions, may exert a prophylactic effect [101]. Goreman et al.
suggested that TBI patients who show similar difficulties to BT children should be given
extra time to complete both class tests and home assignments, possibly with a reduced
length but the same contents. Moreover, they would benefit from smaller units containing
less information to ease learning and from the use of assistive technologies to compensate
for slowed PS [104].

4.6. Limitations

Our study is not devoid of limitations. The research was exploratory in nature; thus,
replication is necessary to confirm our findings or to better investigate the role of some
variables, such as treatment-related factors, with more precise information (e.g., radiation
doses, type of radiotherapy that the patients underwent, and number of chemotherapy
cycles) or other neuropsychological variables (e.g., attention, executive functions, and
language). A larger sample would have allowed us to explore the interaction between
variables.

Recruitment bias may be present in this research, as reported in similar studies [25].
Our sample only included the patients for which full cognitive and AF assessment was
possible and available. However, subjects with poorer functioning (such as those that de-
velop the posterior fossa syndrome) are often not able to complete the standard evaluation
protocols. For this reason, they may have been automatically excluded from our sample.

Additionally, we relied on parents’ ratings of survivors’ functioning; thus, children’s
functional performance should be more objectively evaluated to provide a less-biased
estimation of their competencies. Further studies are needed to better investigate whether
a real improvement in the AF performance of BT patients occurs or if the improvement is
related to the caregiver’s acceptance of the disease and its consequences. An evaluation of
parents’ expectations, parenting styles, and approach to diagnosis-related difficulties may
help to disentangle perceived and effective AF difficulties experienced by BT survivors.

We conjecture that time since diagnosis predicted better AF outcomes because the
longer the time since diagnosis, the more rehabilitation interventions the patient has
possibly received. No information about this topic was further investigated. Therefore, this
hypothesis is speculative and should be considered with caution.

We also note social competencies, which are listed among the most compromised AF
skills in BT survivors with time elapsed since diagnosis [21,26]. Unfortunately, the WeeFIM
scale only has one item related to this domain in the cognition subscale (social interaction);
therefore, the assessment of these skills in our sample was not sufficiently investigated to
draw any conclusion.

One additional limitation is the presence of an evident ceiling effect, a well-known
shortcoming of the WeeFIM [38], which was also present in our sample, especially in the
mobility and cognition subscales: 36 (49.31%) patients scored 48-56 (meaning a score of 6
or 7 in all of the items) in the self-care subscale, while 56 (76.71%) scored 30-35 in the motor
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and in the cognition subscales. This could explain the different variability of the three
domains (See Figure 1), which is larger in the self-care domain than in the mobility and
cognition subscales. Notably, the self-care subscale is composed of eight items, whereas the
other two subscales of only five items and thus are probably less explored.

In this study, we excluded preschool children, which is known to be a vulnerable
population given the critical phase of brain development occurring in the first years after
birth [86].

Future research is needed to better understand the AF in BT survivors. The identifica-
tion of the predictors that emerged in the present study should be tested in longitudinal
studies as well as in specially tailored rehabilitation programs, for example improving PS
and other related neuropsychological domains or providing BT children with compensation
tools to reduce the differences between them and their healthy peers.

5. Conclusions

This study was the first, to the best of our knowledge, to examine the explanatory
effects of different clinical and cognitive factors on the WeeFIM outcomes as a measure of
AF in pediatric BT survivors.

Time since diagnosis indicates an important temporal window of several years, in
which different dynamics may interplay with one another in influencing AF, possibly
related to adjustment processes (clinical and/or psychological). However, the identification
of PS as a cognitive predictor suggests a possible target of intervention, together with other
important neuropsychological functions related to PS, such as attention, working memory,
and/or executive functions.

Author Contributions: Conceptualization, M.C.O., G.P. and A.B.; formal analysis, V.O.; investigation,
D.P. and M.d.F,; data curation, M.C.O. and V.O.; writing—original draft preparation, M.C.O. and V.O.;
writing—review and editing, M.C.O., V.O., G.P. and A .B.; supervision, M.M. and L.G. All authors
have read and agreed to the published version of the manuscript.

Funding: This work was supported by funds from the Italian Ministry of Health, grant# Ricerca
Corrente 2020-2021.

Institutional Review Board Statement: This study was conducted according to the guidelines of the
Declaration of Helsinki and approved by the Ethics Committee of the Scientific Institute LR.C.C.S. E.
Medea. Due the observational nature of the study, the Ethics Committee of the Scientific Institute
LR.C.C.S. E. Medea only needed a notification about the study (identification number: 03.2021 Oss;
date of approval: 14 April 2021).

Informed Consent Statement: Patient consent was waived due to the observational purpose/nature
of this study.

Data Availability Statement: The data were deposited in the Zenodo database and they are publicly
available (doi: 10.5281/zenodo.4733570, Version 001, accessed on 3 May 2021).

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

W

Tassé, M.].; Schalock, R.L.; Balboni, G.; Bersani, H., Jr.; Borthwick-Dulffy, S.A.; Spreat, S.; Thissen, D.; Widaman, K.E; Zhang, D.
The construct of adaptive behavior: Its conceptualization, measurement, and use in the field of intellectual disability. Am. ].
Intellect. Dev. Disabil. 2012, 117, 291-303. [CrossRef]

Tassé, M.]. The Oxford Handbook of Positive Psychology and Disability; Oxford University Press: Oxford, UK, 2013; pp. 105-106.
Steinberg, L. Cognitive and affective development in adolescence. Trends Cogn. Sci. 2005, 9, 69-74. [CrossRef]

Hoskinson, K.R.; Wolfe, K.R.; Yeats, K.O.; Mahone, E.M.; Cecil, K.M.; Ris, M.D. Predicting changes in adaptive functioning and
behavioral adjustment following treatment for a pediatric brain tumor: A report from the Brain Radiation Investigative Study
Consortium. Psycho-Oncology 2018, 27, 178-186. [CrossRef] [PubMed]

Panwala, T.F,; Fox, M.E.; Tucker, T.D.; King, T.Z. The Effects of Radiation and Sex Differences on Adaptive Functioning in Adult
Survivors of Pediatric Posterior Fossa Brain Tumors. J. Int. Neuropsychol. Soc. 2019, 25, 729-739. [CrossRef]

Taiwo, Z.; Na, S.; King, T.Z. The Neurological Predictor Scale: A Predictive Tool for Long-Term Core Cognitive Outcomes in
Survivors of Childhood Brain Tumors. Pediatr. Blood Cancer 2017, 64, 172-179. [CrossRef]


http://doi.org/10.1352/1944-7558-117.4.291
http://doi.org/10.1016/j.tics.2004.12.005
http://doi.org/10.1002/pon.4394
http://www.ncbi.nlm.nih.gov/pubmed/28171696
http://doi.org/10.1017/S135561771900033X
http://doi.org/10.1002/pbc.26203

Cancers 2021, 13, 4776 15 of 18

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

King, T.Z.; Ailion, A.S.; Fox, M.E.; Hufstetler, S.M. Neurodevelopmental model of long-term outcomes of adult survivors of
childhood brain tumors. Child Neuropsychol. 2019, 25, 1-21. [CrossRef]

Wolfe, K.R.; Madan-Swain, A.; Kana, R.K. Executive dysfunction in pediatric posterior fossa tumor survivors: A systematic
literature review of neurocognitive deficits and interventions. Dev. Neuropsychol. 2012, 37, 153-175. [CrossRef]

Stargatt, R.; Rosenfeld, ].V.; Anderson, V.; Hassall, T.; Maixner, W.; Ashley, D. Intelligence and adaptive function in children
diagnosed with brain tumour during infancy. J. Neuro-Oncol. 2006, 80, 295-303. [CrossRef]

Kunin-Batson, A.; Kadan-Lottick, N.; Zhu, L.; Cox, C.; Bordes-Edgar, V.; Srivastava, D.K.; Zeltzer, L.; Robison, L.L.; Krull, K.R.
Predictors of independent living status in adult survivors of childhood cancer: A report from the Childhood Cancer Survivor
Study. Pediatr. Blood Cancer 2011, 57, 1197-1203. [CrossRef] [PubMed]

Roth, A.K,; Ris, M.D.; Orobio, J.; Xue, J.; Mahajan, A.; Paulino, A.C.; Grosshans, D.; Okcu, M.E; Chintagumpala, M.; Kahalley, L.S.
Cognitive mediators of adaptive functioning outcomes in survivors of pediatric brain tumors treated with proton radiotherapy.
Pediatr. Blood Cancer 2020, 67, €28064. [CrossRef] [PubMed]

Treble-Barna, A.; Zang, H.; Zhang, N.; Taylor, H.G.; Yeates, K.O.; Wade, S. Long-Term Neuropsychological Profiles and Their
Role as Mediators of Adaptive Functioning after Traumatic Brain Injury in Early Childhood. J. Neurotrauma 2017, 34, 353-362.
[CrossRef]

Shultz, E.L.; Hoskinson, K.R.; Keim, M.C.; Dennis, M.; Taylor, H.G.; Bigler, E.D.; Rubin, K.H.; Vannatta, K.; Gerhardt, C.A.; Stancin,
T.; et al. Adaptive functioning following pediatric traumatic brain injury: Relationship to executive function and processing
speed. Neuropsychology 2016, 30, 830-840. [CrossRef]

Papazoglou, A.; King, T.Z.; Morris, R.D.; Krawiecki, N.S. Cognitive predictors of adaptive functioning vary according to pediatric
brain tumor location. Dev. Neuropsychol. 2008, 33, 505-520. [CrossRef]

Semmel, E.S.; Quadri, T.R.; King, T.Z. Oral processing speed as a key mechanism in the relationship between neurological risk
and adaptive functioning in survivors of pediatric brain tumors. Pediatr. Blood Cancer 2020, 67, €28575. [CrossRef] [PubMed]
Scantlebury, N.; Bouffet, E.; Laughlin, S.; Strother, D.; McConnell, D.; Hukin, J.; Fryer, C.; Laperriere, N.; Montour-Proulx, I.;
Keene, D.; et al. White matter and information processing speed following treatment with cranial-spinal radiation for pediatric
brain tumor. Neuropsychology 2016, 30, 425-438. [CrossRef] [PubMed]

Kahalley, L.S.; Conklin, HM.; Tyc, V.L.; Hudson, M.M.; Wilson, S.J.; Wu, S.; Xiong, X.; Hinds, P.S. Slower processing speed after
treatment for pediatric brain tumor and acute lymphoblastic leukemia. Psychooncology 2013, 22, 1979-1986. [CrossRef] [PubMed]
Connor, M.; Karunamuni, R.; McDonald, C.; Seibert, T.; White, N.; Moiseenko, V.; Bartsch, H.; Farid, N.; Kuperman, J.; Krishnan,
A.; et al. Regional susceptibility to dose-dependent white matter damage after brain radiotherapy. Radiother. Oncol. 2017, 123,
209-217. [CrossRef] [PubMed]

Connor, M.; Karunamuni, R.; McDonald, C.; White, N.; Pettersson, N.; Moiseenko, V.; Seibert, T.; Marshall, D.; Cervino, L.;
Bartsch, H; et al. Dose-dependent white matter damage after brain radiotherapy. Radiother. Oncol. 2016, 121, 209-216. [CrossRef]
de Ruiter, M.A.; van Mourik, R.; Schouten-van Meeteren, A.Y.; Grootenhuis, M.A.; Oosterlaan, J. Neurocognitive consequences of
a paediatric brain tumour and its treatment: A meta-analysis. Dev. Med. Child Neurol. 2013, 55, 408-417. [CrossRef]

Brinkman, T.M.; Palmer, S.L.; Chen, S.; Zhang, H.; Evankovich, K.; Swain, M.A_; Bonner, M.].; Janzen, L.; Knight, S.; Armstrong,
C.L,; et al. Parent-reported social outcomes after treatment for pediatric embryonal tumors: A prospective longitudinal study. J.
Clin. Oncol. 2012, 30, 4134-4140. [CrossRef]

Bonner, M.].; Hardy, K.K.; Willard, V.W.; Anthony, K.K.; Hood, M.; Gururangan, S. Social functioning and facial expression
recognition in survivors of pediatric brain tumors. J. Pediatr. Psychol. 2008, 33, 1142-1152. [CrossRef]

Robinson, K.E.; Wolfe, K.R.; Yeates, K.O.; Mahone, E.M.; Cecil, K.M.; Ris, M.D. Predictors of adaptive functioning and psychosocial
adjustment in children with pediatric brain tumor: A report from the Brain Radiation Investigative Study Consortium. Pediatr.
Blood Cancer 2015, 62, 509-516. [CrossRef]

Beebe, D.W,; Ris, M.D.; Armstrong, ED.; Fontanesi, J.; Mulhern, R.; Holmes, E.; Wisoff, ].H. Cognitive and adaptive outcome in
low-grade pediatric cerebellar astrocytomas: Evidence of diminished cognitive and adaptive functioning in National Collaborative
Research Studies (CCG 9891 /POG 9130). J. Clin. Oncol. 2005, 23, 5198-5204. [CrossRef] [PubMed]

Kautiainen, R.J.; Fox, M.E.; King, T.Z. The Neurological Predictor Scale Predicts Adaptive Functioning via Executive Dysfunction
in Young Adult Survivors of Childhood Brain Tumor. J. Int. Neuropsychol. Soc. 2021, 27, 1-11. [CrossRef]

Netson, K.L.; Conklin, HM.; Wu, S.; Xiong, X.; Merchant, T.E. A 5-year investigation of children’s adaptive functioning following
conformal radiation therapy for localized ependymoma. Int. |. Radiat. Oncol. Biol. Phys. 2012, 84, 217-223.e1. [CrossRef]
Zeltzer, L.K.; Recklitis, C.; Buchbinder, D.; Zebrack, B.; Casillas, J.; Tsao, J.C.; Lu, Q.; Krull, K. Psychological status in childhood
cancer survivors: A report from the Childhood Cancer Survivor Study. J. Clin. Oncol. 2009, 27, 2396-2404. [CrossRef]

Ness, K.K.; Mertens, A.C.; Hudson, M.M.; Wall, M.M.; Leisenring, W.M.; Oeffinger, K.C.; Sklar, C.A.; Robison, L.L.; Gurney, J.G.
Limitations on physical performance and daily activities among long-term survivors of childhood Cancer. Ann. Intern. Med. 2005,
143, 639-647. [CrossRef]

Netson, K.L.; Conklin, HM.; Wu, S.; Xiong, X.; Merchant, T.E. Longitudinal investigation of adaptive functioning following
conformal irradiation for pediatric craniopharyngioma and low-grade glioma. Int. |. Radiat. Oncol. Biol. Phys. 2013, 85, 1301-1306.
[CrossRef] [PubMed]


http://doi.org/10.1080/09297049.2017.1380178
http://doi.org/10.1080/87565641.2011.632462
http://doi.org/10.1007/s11060-006-9187-0
http://doi.org/10.1002/pbc.22982
http://www.ncbi.nlm.nih.gov/pubmed/21294244
http://doi.org/10.1002/pbc.28064
http://www.ncbi.nlm.nih.gov/pubmed/31736188
http://doi.org/10.1089/neu.2016.4476
http://doi.org/10.1037/neu0000288
http://doi.org/10.1080/87565640802101490
http://doi.org/10.1002/pbc.28575
http://www.ncbi.nlm.nih.gov/pubmed/32813316
http://doi.org/10.1037/neu0000258
http://www.ncbi.nlm.nih.gov/pubmed/26752125
http://doi.org/10.1002/pon.3255
http://www.ncbi.nlm.nih.gov/pubmed/23447439
http://doi.org/10.1016/j.radonc.2017.04.006
http://www.ncbi.nlm.nih.gov/pubmed/28460824
http://doi.org/10.1016/j.radonc.2016.10.003
http://doi.org/10.1111/dmcn.12020
http://doi.org/10.1200/JCO.2011.40.6702
http://doi.org/10.1093/jpepsy/jsn035
http://doi.org/10.1002/pbc.25323
http://doi.org/10.1200/JCO.2005.06.117
http://www.ncbi.nlm.nih.gov/pubmed/16051961
http://doi.org/10.1017/S1355617720000624
http://doi.org/10.1016/j.ijrobp.2011.10.043
http://doi.org/10.1200/JCO.2008.21.1433
http://doi.org/10.7326/0003-4819-143-9-200511010-00007
http://doi.org/10.1016/j.ijrobp.2012.10.031
http://www.ncbi.nlm.nih.gov/pubmed/23245284

Cancers 2021, 13, 4776 16 of 18

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.
53.

54.

55.

Willard, V.W.; Conklin, H-M.; Wu, S.; Merchant, T.E. Prospective longitudinal evaluation of emotional and behavioral functioning
in pediatric patients with low-grade glioma treated with conformal radiation therapy. J. Neuro-Oncol. 2015, 122, 161-168.
[CrossRef] [PubMed]

Willard, V.W.; Conklin, H.M.; Boop, F.A.; Wu, S.; Merchant, T.E. Emotional and behavioral functioning after conformal radiation
therapy for pediatric ependymoma. Int. ]. Radiat. Oncol. Biol. Phys. 2014, 88, 814-821. [CrossRef]

Sands, S.A.; Milner, ].S.; Goldberg, J.; Mukhi, V.; Moliterno, J.A.; Maxfield, C.; Wisoff, ].H. Quality of life and behavioral follow-up
study of pediatric survivors of craniopharyngioma. J. Neurosurg. 2005, 103, 302-311. [CrossRef]

Ashford, ].M.; Netson, K.L.; Clark, K.N.; Merchant, T.E.; Santana, V.M.; Wu, S.; Conklin, H.M. Adaptive functioning of childhood
brain tumor survivors following conformal radiation therapy. J. Neuro-Oncol. 2014, 118, 193-199. [CrossRef] [PubMed]

Beretta, E.; Molteni, E.; Galbiati, S.; Stefanoni, G.; Strazzer, S. Five-year motor functional outcome in children with acquired brain
injury. Yet to the end of the story? Dev. Neurorehabilit. 2018, 21, 449-456. [CrossRef] [PubMed]

Wong, V.; Wong, S.; Chan, K.; Wong, W. Functional Independence Measure (WeeFIM) for Chinese children: Hong Kong Cohort.
Pediatrics 2002, 109, e36. [CrossRef]

Wong, V.; Chung, B.; Hui, S.; Fong, A.; Lau, C.; Law, B,; Lo, K.; Shum, T.; Wong, R. Cerebral palsy: Correlation of risk factors and
functional performance using the Functional Independence Measure for Children (WeeFIM). J. Child Neurol. 2004, 19, 887-893.
[CrossRef]

World Health Organization. International Classification of Impairments, Disabilities, and Handicaps: A Manual of Classification
Relating to the Consequences of Disease; WHO: Geneva, Switzerland, 1980; p. 11. Available online: https://apps.who.int/iris/
bitstream /handle/10665/41003 /9241541261_eng.pdf;jsessionid=A32A3302C76B209A51EF9B75434652F5?sequence=1 (accessed
on 7 September 2021).

Williams, K.S.; Young, D.K.; Burke, G.A.A_; Fountain, D.M. Comparing the WeeFIM and PEDI in neurorehabilitation for children
with acquired brain injury: A systematic review. Dev. Neurorehabilit. 2017, 20, 443-451. [CrossRef] [PubMed]

Maddux, A.B.; Cox-Martin, M.; Dichiaro, M.; Bennett, T.D. The Association Between the Functional Status Scale and the Pediatric
Functional Independence Measure in Children Who Survive Traumatic Brain Injury. Pediatr. Crit. Care Med. 2018, 19, 1046-1053.
[CrossRef] [PubMed]

Kahn, D.A.; Asbell, S.J.; Donders, J. Clinical utility of the LANSE-A in adolescents with traumatic brain injury. Rehabil. Psychol.
2015, 60, 187-192. [CrossRef] [PubMed]

McBride, T. Neuropsychological scores and WeeFIM cognitive ratings of children with traumatic brain injury: A brief report.
Brain Inj. 2015, 29, 951-954. [CrossRef]

Austin, C.A,; Slomine, B.S.; Dematt, E.J.; Salorio, C.F.; Suskauer, S.J. Time to follow commands remains the most useful injury
severity variable for predicting WeeFIM scores 1 year after paediatric TBI. Brain Inj. 2013, 27, 1056-1062. [CrossRef]

Slomine, B.; Eikenberg, J.; Salorio, C.; Suskauer, S.; Trovato, M.; Christensen, J. Preliminary evaluation of the Cognitive and
Linguistic Scale: A measure to assess recovery in inpatient rehabilitation following pediatric brain injury. . Head Trauma Rehabil.
2008, 23, 286-293. [CrossRef]

Kerr, E.R.; Fayed, N. Cognitive predictors of adaptive functioning in children with symptomatic epilepsy. Epilepsy Res. 2017, 136,
67-76. [CrossRef]

Howarth, R.A.; Vova, ].; Blackwell, L.S. Early Functional Outcomes for Pediatric Patients Diagnosed with Anti-N-Methyl-D-
Aspartate Receptor Encephalitis during Inpatient Rehabilitation. Am. J. Phys. Med. Rehabil. 2019, 98, 529-535. [CrossRef]
[PubMed]

Luz, C.L.; Moura, M.C.D.S.; Becker, K.K.; Teixeira, R.A.A.; Voos, M.C.; Hasue, R.H. The relationship between motor function,
cognition, independence and quality of life in myelomeningocele patients. Arq. Neuropsiquiatr. 2017, 75, 509-514. [CrossRef]
Bart, O.; Sarah, A.; Tzafrir, D. Validation of the Israeli version of the Rivermead Behavioral Memory Test for children following
acquired brain injury. . Head Trauma Rehabil. 2013, 28, 419-425. [CrossRef]

Long, C.E.; Blackman, J.A.; Farrell, W.J.; Smolkin, M.E.; Conaway, M.R. A comparison of developmental versus functional
assessment in the rehabilitation of young children. Pediatr. Rehabil. 2005, 8, 156-161. [CrossRef] [PubMed]

Uniform Data System for Medical Rehabilitation (UDSMR). WeeFIM System SM. Clinical Guide, Version 5.01; University at Buffalo:
Buffalo, NY, USA, 2000.

Sanders, J.O.; McConnell, S.L.; King, R.; Lanford, A.; Montpetit, K.; Gates, P.; Rich, M.M.; Shepherd, K.; Cupp, T.; Haynes, R.; et al.
A prospective evaluation of the WeeFIM in patients with cerebral palsy undergoing orthopaedic surgery. J. Pediatr. Orthop. 2006,
26, 542-546. [CrossRef] [PubMed]

Suskauer, S.J.; Slomine, B.S.; Inscore, A.B.; Lewelt, A.].; Kirk, ].W,; Salorio, C.E. Injury severity variables as predictors of WeeFIM
scores in pediatric TBI: Time to follow commands is best. J. Pediatr. Rehabil. Med. 2009, 2, 297-307. [CrossRef]

Wechsler, D. Wechsler Intelligence Scale for Children, 4th ed.; Organizzazioni Speciali: Firenze, Italy, 2012; pp. 28-34. (In Italian)
Thornton, C.P; Ruble, K.; Jacobson, L.A. Beyond Risk-Based Stratification: Impacts of Processing Speed and Executive Function
on Adaptive Skills in Adolescent and Young Adult Cancer Survivors. J. Adolesc. Young Adult Oncol. 2020. [CrossRef] [PubMed]
Jacobson, L.A.; Mahone, E.M.; Yeates, K.O.; Ris, M.D. Processing speed in children treated for brain tumors: Effects of radiation
therapy and age. Child Neuropsychol. 2019, 25, 217-231. [CrossRef] [PubMed]

Jenkins, D.G.; Quintana-Ascencio, PF. A solution to minimum sample size for regressions. PLoS ONE 2020, 15, e0229345.
[CrossRef]


http://doi.org/10.1007/s11060-014-1696-7
http://www.ncbi.nlm.nih.gov/pubmed/25573605
http://doi.org/10.1016/j.ijrobp.2013.12.006
http://doi.org/10.3171/ped.2005.103.4.0302
http://doi.org/10.1007/s11060-014-1420-7
http://www.ncbi.nlm.nih.gov/pubmed/24658934
http://doi.org/10.1080/17518423.2017.1360408
http://www.ncbi.nlm.nih.gov/pubmed/28816566
http://doi.org/10.1542/peds.109.2.e36
http://doi.org/10.1177/08830738040190110701
https://apps.who.int/iris/bitstream/handle/10665/41003/9241541261_eng.pdf;jsessionid=A32A3302C76B209A51EF9B75434652F5?sequence=1
https://apps.who.int/iris/bitstream/handle/10665/41003/9241541261_eng.pdf;jsessionid=A32A3302C76B209A51EF9B75434652F5?sequence=1
http://doi.org/10.1080/17518423.2017.1289419
http://www.ncbi.nlm.nih.gov/pubmed/28277891
http://doi.org/10.1097/PCC.0000000000001710
http://www.ncbi.nlm.nih.gov/pubmed/30119094
http://doi.org/10.1037/rep0000034
http://www.ncbi.nlm.nih.gov/pubmed/26120744
http://doi.org/10.3109/02699052.2015.1022881
http://doi.org/10.3109/02699052.2013.794964
http://doi.org/10.1097/01.HTR.0000336841.53338.2f
http://doi.org/10.1016/j.eplepsyres.2017.07.015
http://doi.org/10.1097/PHM.0000000000001087
http://www.ncbi.nlm.nih.gov/pubmed/30379652
http://doi.org/10.1590/0004-282x20170088
http://doi.org/10.1097/HTR.0b013e3182585d22
http://doi.org/10.1080/13638490400022287
http://www.ncbi.nlm.nih.gov/pubmed/16089256
http://doi.org/10.1097/01.bpo.0000226272.78330.bb
http://www.ncbi.nlm.nih.gov/pubmed/16791077
http://doi.org/10.3233/PRM-2009-0092
http://doi.org/10.1089/jayao.2020.0059
http://www.ncbi.nlm.nih.gov/pubmed/32668177
http://doi.org/10.1080/09297049.2018.1456517
http://www.ncbi.nlm.nih.gov/pubmed/29621934
http://doi.org/10.1371/journal.pone.0229345

Cancers 2021, 13, 4776 17 of 18

56.

57.

58.

59.
60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

Pena, E.A.; Slate, E.-H. Global Validation of Linear Model Assumptions. |. Am. Stat. Assoc. 2006, 101, 341-354. [CrossRef]
[PubMed]

Wood, S.N. Fast stable restricted maximum likelihood and marginal likelihood estimation of semiparametric generalized linear
models. J. R. Stat. Soc. Ser. B 2011, 73, 3-36. [CrossRef]

Wood, S.N. Stable and Efficient Multiple Smoothing Parameter Estimation for Generalized Additive Models. J. Am. Stat. Assoc.
2004, 99, 673-686. Available online: http:/ /www.jstor.org/stable/27590439 (accessed on 7 September 2021). [CrossRef]

Wood, S. Generalized Additive Models: An Introduction with R, 2nd ed.; CRC Press: Boca Raton, FL, USA, 2017.

Tingley, D.; Yamamoto, T.; Hirose, K.; Imai, K.K. Mediation: R Package for Causal Mediation Analysis. J. Softw. 2014, 59, 1-38.
[CrossRef]

Hedvall, A.; Fernell, E.; Holm, A.; Asberg Johnels, J.; Gillberg, C.; Billstedt, E. Autism, processing speed, and adaptive functioning
in preschool children. Sci. World J. 2013, 158263. [CrossRef] [PubMed]

Oliveras-Rentas, R.E.; Kenworthy, L.; Roberson, R.B., 3rd; Martin, A.; Wallace, G.L. WISC-1V profile in high-functioning autism
spectrum disorders: Impaired processing speed is associated with increased autism communication symptoms and decreased
adaptive communication abilities. J. Autism Dev. Disord. 2012, 42, 655-664. [CrossRef] [PubMed]

Hoza, B.; Shoulberg, E.K.; Tompkins, C.L.; Martin, C.P.; Krasner, A.; Dennis, M.; Meyer, L.E.; Cook, H. Moderate-to-vigorous
physical activity and processing speed: Predicting adaptive change in ADHD levels and related impairments in preschoolers. J.
Child Psychol. Psychiatry 2020, 61, 1380-1387. [CrossRef]

Adalio, CJ.; Owens, E.B.; McBurnett, K.; Hinshaw, S.P; Pfiffner, L.]. Processing Speed Predicts Behavioral Treatment Outcomes
in Children with Attention-Deficit/Hyperactivity Disorder Predominantly Inattentive Type. J. Abnorm. Child Psychol. 2018, 46,
701-711. [CrossRef]

Palmer, S. Neurodevelopmental impacts on children treated for medulloblastoma: A review and proposed conceptual model.
Dev. Disabil. Res. Rev. 2008, 14, 203-210. [CrossRef]

Test, D.W.; Mazzotti, V.L.; Mustian, A.L.; Fowler, C.H.; Kortering, L.; Kohler, P. Evidence-Based Secondary Transition Predictors
for Improving Postschool Outcomes for Students with Disabilities. Career Dev. Except. Individ. 2009, 32, 160-181. [CrossRef]
Carter, EZW.; Austin, D.; Trainor, A.A. Predictors of Postschool Employment Outcomes for Young Adults with Severe Disabilities.
J. Disabil. Policy Stud. 2012, 23, 50-63. [CrossRef]

Dockstader, C.; Gaetz, W.; Boulffet, E.; Tabori, U.; Wang, F.; Bostan, S.R.; Laughlin, S.; Mabbott, D.J. Neural correlates of delayed
visual-motor performance in children treated for brain tumours. Cortex 2013, 49, 2140-2150. [CrossRef]

van der Holst, HM.; Tuladhar, A.M.; Zerbi, V,; van Uden, LW.M.; de Laat, K.F,; van Leijsen, E.M.C.; Ghafoorian, M.; Platel, B.;
Bergkamp, M.I; van Norden, A.G.W.; et al. White matter changes and gait decline in cerebral small vessel disease. Neuroimage
Clin. 2017, 17, 731-738. [CrossRef]

Aukema, E.J.; Caan, M.W.; Oudhuis, N.; Majoie, C.B.; Vos, EM.; Reneman, L.; Last, B.F.,; Grootenhuis, M.A.; Schouten-van
Meeteren, A.Y. White matter fractional anisotropy correlates with speed of processing and motor speed in young childhood
cancer survivors. Int. |. Radiat. Oncol. Biol. Phys. 2009, 74, 837-843. [CrossRef] [PubMed]

Corti, C.; Urgesi, C.; Massimino, M.; Gandola, L.; Bardoni, A.; Poggi, G. Effects of supratentorial and infratentorial tumor location
on cognitive functioning of children with brain tumor. Childs Nerv. Syst. 2020, 36, 513-524. [CrossRef] [PubMed]

Spiegler, B.].; Bouffet, E.; Greenberg, M.L.; Rutka, ].T.; Mabbott, D.]. Change in neurocognitive functioning after treatment with
cranial radiation in childhood. J. Clin. Oncol. 2004, 22, 706-713. [CrossRef] [PubMed]

Vaquero, E.; Gémez, C.M.; Quintero, E.A.; Gonzalez-Rosa, ].].; Marquez, J. Differential prefrontal-like deficit in children after
cerebellar astrocytoma and medulloblastoma tumor. Behav. Brain Funct. 2008, 4, 18. [CrossRef]

Palmer, S.L.; Lesh, S.; Wallace, D.; Bonner, M.].; Swain, M.; Chapieski, L.; Janzen, L.; Mabbott, D.; Knight, S.; Boyle, R.; et al. How
parents cope with their child’s diagnosis and treatment of an embryonal tumor: Results of a prospective and longitudinal study. J.
Neuro-Oncol. 2011, 105, 253-259. [CrossRef]

Biassoni, V.; Massimino, M.; Oprandi, M.C.; Clerici, C.A.; Veneroni, L.; Corti, C.; Schiavello, E.; Spreafico, F.; Poggi, G. Rehabilita-
tion for children and young people surviving a brain tumor, and their transition to adult services: The main challenges. Expert
Rev. Qual. Life Cancer Care 2017, 2, 137-152. [CrossRef]

Pruitt, D.W.; Ayyangar, R.; Craig, K.; White, A.; Neufeld, J.A. Pediatric brain tumor rehabilitation. J. Pediatr. Rehabil. Med. 2011, 4,
59-70. [CrossRef]

Inhestern, L.; Peikert, M.L.; Krauth, K.A.; Escherich, G.; Rutkowski, S.; Kandels, D.; Bergelt, C. Parents” perception of their
children’s process of reintegration after childhood cancer treatment. PLoS ONE 2020, 15, e0239967. [CrossRef] [PubMed]
Cederberg, T.]J.; Weineland, S.; Dahl, J.; Ljungman, G. Validation of the Swedish Acceptance and Action Questionnaire (SAAQ) for
parents of children with Cancer. J. Context. Behav. Sci. 2018, 10, 50-54. [CrossRef]

Cernvall, M.; Skogseid, E.; Carlbring, P; Ljungman, L.; Ljungman, G.; von Essen, L. Experiential Avoidance and Rumination in
Parents of Children on Cancer Treatment: Relationships with Posttraumatic Stress Symptoms and Symptoms of Depression. J.
Clin. Psychol. Med. Settings 2016, 23, 67-76. [CrossRef]

Sawyer, M.; Antoniou, G.; Toogood, I.; Rice, M.; Baghurst, P. Childhood cancer: A 4-year prospective study of the psychological
adjustment of children and parents. J. Pediatr. Hematol. Oncol. 2000, 22, 214-220. [CrossRef] [PubMed]

Boman, K,; Lindahl, A.; Bjork, O. Disease-related distress in parents of children with cancer at various stages after the time of
diagnosis. Acta Oncol. 2003, 42, 137-146. [CrossRef] [PubMed]


http://doi.org/10.1198/016214505000000637
http://www.ncbi.nlm.nih.gov/pubmed/20157621
http://doi.org/10.1111/j.1467-9868.2010.00749.x
http://www.jstor.org/stable/27590439
http://doi.org/10.1198/016214504000000980
http://doi.org/10.18637/jss.v059.i05
http://doi.org/10.1155/2013/158263
http://www.ncbi.nlm.nih.gov/pubmed/23766675
http://doi.org/10.1007/s10803-011-1289-7
http://www.ncbi.nlm.nih.gov/pubmed/21638108
http://doi.org/10.1111/jcpp.13227
http://doi.org/10.1007/s10802-017-0336-z
http://doi.org/10.1002/ddrr.32
http://doi.org/10.1177/0885728809346960
http://doi.org/10.1177/1044207311414680
http://doi.org/10.1016/j.cortex.2012.09.004
http://doi.org/10.1016/j.nicl.2017.12.007
http://doi.org/10.1016/j.ijrobp.2008.08.060
http://www.ncbi.nlm.nih.gov/pubmed/19117694
http://doi.org/10.1007/s00381-019-04434-3
http://www.ncbi.nlm.nih.gov/pubmed/31832765
http://doi.org/10.1200/JCO.2004.05.186
http://www.ncbi.nlm.nih.gov/pubmed/14966095
http://doi.org/10.1186/1744-9081-4-18
http://doi.org/10.1007/s11060-011-0574-9
http://doi.org/10.1080/23809000.2017.1321957
http://doi.org/10.3233/PRM-2011-0154
http://doi.org/10.1371/journal.pone.0239967
http://www.ncbi.nlm.nih.gov/pubmed/33002084
http://doi.org/10.1016/j.jcbs.2018.08.008
http://doi.org/10.1007/s10880-015-9437-4
http://doi.org/10.1097/00043426-200005000-00006
http://www.ncbi.nlm.nih.gov/pubmed/10864052
http://doi.org/10.1080/02841860310004995
http://www.ncbi.nlm.nih.gov/pubmed/12801132

Cancers 2021, 13, 4776 18 of 18

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.
96.

97.

98.

99.

100.

101.

102.

103.

104.

Stein, M.A.; Szumowski, E.; Blondis, T.A.; Roizen, N.J. Adaptive skills dysfunction in ADD and ADHD children. J. Child Psychol.
Psychiatry 1995, 36, 663-670. [CrossRef] [PubMed]

Allemani, C.; Matsuda, T.; Di Carlo, V.; Harewood, R.; Matz, M.; Niksi¢, M.; Bonaventure, A.; Valkov, M.; Johnson, C.J.; Esteve,
J.; et al. Global surveillance of trends in cancer survival 2000-14 (CONCORD-3): Analysis of individual records for 37 513 025
patients diagnosed with one of 18 cancers from 322 population-based registries in 71 countries. Lancet 2018, 391, 1023-1075.
[CrossRef]

Tonning Olsson, I.; Perrin, S.; Lundgren, J.; Hjorth, L.; Johanson, A. Long-term cognitive sequelae after pediatric brain tumor
related to medical risk factors, age, and sex. Pediatr. Neurol. 2014, 51, 515-521. [CrossRef]

Eaton, B.R.; Goldberg, S.; Tarbell, N.J.; Lawell, M.P,; Gallotto, S.L.; Weyman, E.A.; Kuhlthau, K.A.; Ebb, D.H.; MacDonald, S.M.;
Yock, T.I. Long-term health-related quality of life in pediatric brain tumor survivors receiving proton radiotherapy at <4 years of
age. Neuro Oncol. 2020, 29, 1379-1387. [CrossRef]

Marusak, H.A; Iadipaolo, A.S.; Harper, EW.,; Elrahal, F,; Taub, ].W.; Goldberg, E.; Rabinak, C.A. Neurodevelopmental conse-
quences of pediatric cancer and its treatment: Applying an early adversity framework to understanding cognitive, behavioral,
and emotional outcomes. Neuropsychol. Rev. 2018, 28, 123-175. [CrossRef]

Duffner, PK. Risk factors for cognitive decline in children treated for brain tumors. Eur. . Paediatr. Neurol. 2010, 14, 106-115.
[CrossRef] [PubMed]

Erickson, K.; Baron, LS.; Fantie, B.D. Neuropsychological functioning in early hydrocephalus: Review from a developmental
perspective. Child Neuropsychol. 2001, 7, 199-229. [CrossRef] [PubMed]

Aarsen, FK.; Van Dongen, H.R.; Paquier, PF.; Van Mourik, M.; Catsman-Berrevoets, C.E. Long term sequelae in children after
cerebellar astrocytoma surgery. Neurology 2002, 62, 1311-1316. [CrossRef]

Cémara, S.; Fournier, M.C.; Cordero, P.; Melero, J.; Robles, E; Esteso, B.; Vara, M.T.; Rodriguez, S.; Lassaletta, A.; Budke, M.
Neuropsychological Profile in Children with Posterior Fossa Tumors with or Without Postoperative Cerebellar Mutism Syndrome
(CMS). Cerebellum 2020, 19, 78-88. [CrossRef]

Rourke, B.P. Nonverbal Learning Disability: The Syndrome and the Model; Guilford Press: New York, NY, USA, 1989.

Ness, K.K.; Hudson, M.M.; Ginsberg, ].P.; Nagarajan, R.; Kaste, S.C.; Marina, N.; Whitton, J.; Robison, L.L.; Gurney, ].G. Physical
performance limitations in the Childhood Cancer Survivor Study Cohort. J. Clin. Oncol. 2009, 27, 2382-2389. [CrossRef]

Tassé, M.].; Luckasson, R.; Schalock, R.L. The Relation Between Intellectual Functioning and Adaptive Behavior in the Diagnosis
of Intellectual Disability. Intellect Dev. Disabil. 2016, 54, 381-390. [CrossRef] [PubMed]

Patterson, ].M.; Holm, K.E.; Gurney, ].G. The impact of childhood cancer on the family: A qualitative analysis of strains, resources,
and coping behaviors. Psychooncology 2004, 13, 390—407. [CrossRef]

Lazarus, R.S. Coping theory and research: Past, present, and future. Psychosom. Med. 1993, 55, 234-247. [CrossRef]

Papay, C.K.; Bambara, L.M. Best practices in transition to adult life for youth with intellectual disabilities. Career Dev. Except.
Individ. 2014, 37, 136-148. [CrossRef]

Morris, J. Cognitive rehabilitation: Where we are and what is on the horizon. Phys. Med. Rehabil. Clin. N. Am. 2007, 18, 27-42.
[CrossRef] [PubMed]

Carpenter, D.M.; Ledbetter, C.; Moore, A.L. LearningRx Cognitive Training Effects in Children Ages 8-14: A Randomized
Controlled Trial. Appl. Cogn. Psychol. 2016, 30, 815-826. [CrossRef] [PubMed]

Doger de Spéville, E.; Kieffer, V.; Dufour, C.; Grill, J.; Noulhiane, M.; Hertz-Pannier, L.; Chevignard, M. Neuropsychological
consequences of childhood medulloblastoma and possible interventions: A review. Neurochirurgie 2021, 67, 90-98. [CrossRef]
[PubMed]

Butler, RW.; Copeland, D.R. Attentional processes and their remediation in children treated for cancer: A literature review and
the development of a therapeutic approach. J. Int. Neuropsychol. Soc. 2002, 8, 115-124. [CrossRef]

Butler, R.W.; Sahler, O.].Z.; Askins, M.A.; Alderfer, M.A; Katz, E.R.; Phipps, S.; Noll, R.B. Interventions to improve neuropsycho-
logical functioning in childhood cancer survivors. Dev. Disabil. Res. Rev. 2008, 14, 251-258. [CrossRef] [PubMed]

Hardy, K.K,; Willard, V.W.; Bonner, M.]. Computerized cognitive training in survivors of childhood cancer: A pilot study. J.
Pediatr. Oncol. Nurs. 2011, 28, 27-33. [CrossRef] [PubMed]

Kesler, S.R.; Lacayo, N.J.; Jo, B. A pilot study of an online cognitive rehabilitation program for executive function skills in children
with cancer-related brain injury. Brain Inj. 2011, 25, 101-112. [CrossRef]

Gorman, S.; Barnes, M.A.; Swank, PR,; Prasad, M.; Cox, C.S,, Jr.; Ewing-Cobbs, L. Does processing speed mediate the effect of
pediatric traumatic brain injury on working memory? Neuropsychology 2016, 30, 263-273. [CrossRef] [PubMed]


http://doi.org/10.1111/j.1469-7610.1995.tb02320.x
http://www.ncbi.nlm.nih.gov/pubmed/7650089
http://doi.org/10.1016/S0140-6736(17)33326-3
http://doi.org/10.1016/j.pediatrneurol.2014.06.011
http://doi.org/10.1093/neuonc/noaa042
http://doi.org/10.1007/s11065-017-9365-1
http://doi.org/10.1016/j.ejpn.2009.10.005
http://www.ncbi.nlm.nih.gov/pubmed/19931477
http://doi.org/10.1076/chin.7.4.199.8737
http://www.ncbi.nlm.nih.gov/pubmed/16210211
http://doi.org/10.1212/01.WNL.0000120549.77188.36
http://doi.org/10.1007/s12311-019-01088-4
http://doi.org/10.1200/JCO.2008.21.1482
http://doi.org/10.1352/1934-9556-54.6.381
http://www.ncbi.nlm.nih.gov/pubmed/27893317
http://doi.org/10.1002/pon.761
http://doi.org/10.1097/00006842-199305000-00002
http://doi.org/10.1177/2165143413486693
http://doi.org/10.1016/j.pmr.2006.11.003
http://www.ncbi.nlm.nih.gov/pubmed/17292811
http://doi.org/10.1002/acp.3257
http://www.ncbi.nlm.nih.gov/pubmed/27867257
http://doi.org/10.1016/j.neuchi.2018.03.002
http://www.ncbi.nlm.nih.gov/pubmed/29716738
http://doi.org/10.1017/S1355617701020112
http://doi.org/10.1002/ddrr.33
http://www.ncbi.nlm.nih.gov/pubmed/18924157
http://doi.org/10.1177/1043454210377178
http://www.ncbi.nlm.nih.gov/pubmed/20966158
http://doi.org/10.3109/02699052.2010.536194
http://doi.org/10.1037/neu0000214
http://www.ncbi.nlm.nih.gov/pubmed/26214659

	Introduction 
	Materials and Methods 
	Participants 
	Measures 
	Demographic and Clinical Information 
	AF Assessment 
	Cognitive Assessment 
	Selection of the Explanatory Variables 
	Data Diagnostics and Statistical Analysis 


	Results 
	Discussion 
	PS Effects on AF 
	Clinical Variable Effects on AF 
	Time since Diagnosis 
	Age at Diagnosis 
	History of Hydrocephalus 

	BT Survivors’ AF Characteristics 
	Parent Report Implications 
	Hypotheses of Intervention 
	Limitations 

	Conclusions 
	References

